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DETAILED ACTION 

Applicant's response filed on 8/10/2007 has been fully considered. Applicants 
have withdrawn claims 1-6, 12-42, 53-59 and cancelled claims 7-11. Applicant's, 
arguments over the 35 USC 112, first paragraph rejection have been fully considered. 
Applicants argue that enablement is measured against the background of the 
knowledge of one of skill in the art and the teachings of the specification. Applicants 
assert that one of ordinary skill would know that existing treatments for narcotic 
analgesic dependence are generally applicable for all opioids and give examples that 
methadone is approved for opioid dependence in general and not limited to one opioid 
narcotic. Applicants further assert that the specification provides working examples 
demonstrating at least three VR1 antagonists that reduce tolerance to opioid treatments 
and that this is sufficient to meet the enablement requirement. While it is understood 
that common treatments for narcotic analgesic dependence are applicable for all 
opioids, the examples given by Applicant are methadone and buprenorphine, which are 
both opioid compounds. Being that the present invention is drawn to the use of VR1 
antagonists, which bind to the vanilloid receptor, it is undetermined that the same idea 
can be extrapolated to non-opioid compounds. In. addition, VR1 antagonists comprise a 
wide array of compounds as discussed in the specification on pages 5-17 of the present 
specification. Therefore, one of ordinary skill in the art would not presume that all of 
the various vanilloid receptor antagonists would necessarily inhibit tolerance or 
dependence to all narcotic analgesics. Therefore, the 35 USC 112 first paragraph 
rejection is maintained. 
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Applicant's arguments over the 35 USC 102(e) rejection have been considered 
and are not found persuasive. Applicants argue that the Kyle reference used (US 
Patent 6,974,818) in the rejection, because Kyle has a filing date of 2/27/2003, which is 
after the effective filing date of 12/13/2002 of the present application. Though Kyle has 
a filing date of 2/27/2003, there is a claim to priority to US Provisional Applications 
60/360,172 filed on 3/1/2002 and 60/41 1 ,084 filed on 9/17/2002. In application 
60/41 1 ,084, it is taught that the compounds of the invention are used for the treatment 
of addictive disorders (see page 20, lines 15 and 20) similar to that discussed in the 
patent (6,974,818) in column 31, lines 19-26. Therefore, the Kyle reference receives 
the priority date of 9/17/2002 and is useful in a 102(e) reference. Therefore, the 
rejection is maintained. 

Applicant's arguments over the 35 USC 103(a) rejection have been fully 
considered and are found persuasive. It is noted that the Bakthavatchalam patent (U.S. 
Patent 7,074,799) shares a common assignee of Neurogen Corporation; therefore, this 
patent cannot be used under a rejection of 103(a) and the rejection is hereby withdrawn. 

Applicant's addition of new claims necessitated the following modified and new 
grounds of rejection. 

Claim Rejections - 35 U.S.C. §112 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 
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Claims 43-52 and 60-63 are rejected under 35 U.S.C. 112, first paragraph, 
because the specification, while being enabling for the inhibition of tolerance and 
dependence to morphine with two different VR1 antagonists (including the elected 
species), does not reasonably provide enablement for inhibition of tolerance to aN 
narcotic analgesics with aj] VR1 antagonists. The specification does not enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to 
use the invention commensurate in scope with these claims. 

The instant specification fails to provide information that would allow the skilled 
artisan to practice the instant invention without undue experimentation. Attention is 
directed to In re Wands, 8 USPQ2d 1400 (CAFC 1988) at 1404 where the court set 
forth the eight factors to consider when assessing if a disclosure would have required 
undue experimentation. Citing Ex parte Forman, 230 USPQ 546 (BdApIs 1 986) at 547 
the court recited eight factors: (1) the nature of the invention; (2) the state of the prior 
art; (3) the relative skill of those in the art; (4) the predictability or unpredictability of the 
art; (5) the breadth of the claims; (6) the amount of direction or guidance presented; (7) 
the presence or absence of working examples; and (8) the quantity of experimentation 
necessary. 

(1) The nature of the invention: The rejected claims 43-52 and 60-63 are 
drawn to a method for inhibiting the development of tolerance or dependence to a 
narcotic analgesic comprising administration of the narcotic analgesic and a VR1 
antagonist. 
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(2) The state of the prior art: The state of the art regarding treating morphine 
addiction is high (Rui-Bin et al., Acta Pharmacol Sin 24 (7): 631-36). However, the state 
of the art for the treatment of addiction of all narcotic analgesics with all VR1 
antagonists is underdeveloped. The skilled artisan would view that the inhibition of 
addiction of all narcotic analgesics with al[ VR1 antagonists is highly unlikely. 

(3) The predictability of unpredictability of the art: The skill artisan would 
view that the inhibition of the development of tolerance to all narcotic analgesics with all 
VR1 antagonists is highly unpredictable. 

(4) The breadth of the claims: Claims 43-52 and 60-63 embrace a method for 
inhibiting the development of tolerance to a narcotic analgesic comprising administration 
of a narcotic analgesic and a VR1 antagonist. 

(5) The amount of guidance or direction presented: In the instant case, 
working examples are presented for inhibiting tolerance to the effects of morphine in the 
specification in Example 12. Studies were performed in rats in which pain was first 
induced, and animals were treated with morphine or one of two VR1 antagonists. The 
results show that treatment with morphine alone causes tolerance to develop, but when 
a VR1 antagonist is given with morphine, the development to tolerance is reversed. 
However, there are a lack of working examples presented in the specification as filed 
showing how to inhibit the development of tolerance to all narcotic analgesics by 
administering all VR1 antagonists. Note that lack of a working example is a critical factor 
to be considered, especially in a case involving an unpredictable and undeveloped art. 
See MPEP§ 2164. 
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(6) The presence or absence of working examples: Applicant provides 
working examples for inhibiting the development of tolerance to morphine with two VR1 
antagonists. However, applicant does not provide any working examples for inhibiting 
the development of tolerance to all narcotic analgesics with all VR1 antagonists. 

(7) The quantitation of experimentation necessary: Claims 43-52 and 60-63 
read on a method for inhibiting the development of tolerance to a narcotic analgesic 
comprising administration of a narcotic analgesic and a VR1 antagonist. As discussed 
above, the specification provides examples for inhibiting the development of tolerance 
to morphine with two VR1 antagonists, but the specification fails to provide sufficient 
support for inhibiting the development of tolerance to all narcotic analgesics with aH VR1 
antagonists. Applicant fails to provide information sufficient to practice the claimed 
invention, absent undue experimentation. Genetech, 108 F.3d at 1366 states that "a 
patent is not a hunting license. It is not a reward for search, but compensation for its 
successful conclusion" and "patent protection is granted in return for an enabling 
disclosure of an invention, not for vague intimations of general ideas that may or may 
not be workable". 

Claim Rejections - 35 U.S.C. § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 
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(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351(a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21(2) 
of such treaty in the English language. 

Claim 43-45 and 48-50 rejected under 35 U.S.C. 102(e) as being anticipated by 
Kyle et al. (US Patent 6,974,81 8). 

Kyle et al. teach compounds that inhibit vanilloid receptor 1 (VR1) function in a 
cell (Col. 12, lines 19-22). These compounds are administered to animals of need of 
treatment for addictive disorders, including opioid dependence (Col. 5, lines 19-30, Col. 
31 , lines 18-25 and Col. 32, line 32). Example 6 outlines a study proving that the 
compounds of the Kyle et al. invention are capable of decreasing morphine self- 
administration (thereby inhibiting tolerance), which is a model for an addictive disorder. 



Claim Rejections - 35 U.S.C. § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 



Claims 46-47, 51-52 and 62-63 rejected under 35 U.S.C. 103(a) as being 
unpatentable over Kyle et al. (US Patent 6,974,818) as applied to claims 43-45 and 48- 
50 in the above rejection, in view of Bakthavatchalam et al. (US Patent 6,723,730). 
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Bakthavatchalam et al. teach VR1 antagonists that exhibit Kj values less than 1 
micromolar and 100 nanomolar (Col. 17, lines 30-38). Further Bakthavatchalam et al. 
teach various VR1 receptor antagonists that are multi-aryl (see Table III). 

Accordingly, it would be obvious to a person of skill in the art to combine the 
inventions of Kyle et al. which teach that compounds that inhibit the VR1 receptor are 
effective in inhibiting the development of tolerance to narcotic analgesics, namely 
morphine, with the invention of Bakthavatchalam et al. which teach various VR1 
antagonists with the claimed Kj values and compounds that are multi-aryl. One would 
be motivated to combine the prior art references because it is taught by Kyle et al. that 
VR1 antagonists are useful in treating addictive disorders and because 
Bakthavatchalam et al. teach VR1 antagonists, one would reasonably expect the same 
result of inhibition of tolerance to narcotic analgesics. 

Conclusion 

No claims are allowed. Art was not found for the elected species of (6- 
trifluromethyl-pyridin-3-yl)-[7-(3-trifluoromethyl-pyridin-2-yl)-quinazolin-4-yl]-amine^ 
therefore, the search was expanded to VR1 antagonists. 

Contact Information 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Renee Claytor whose telephone number is 571-272- 
8394. The examiner can normally be reached on M-F 8:00-4:30. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on 571-272-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000.. 



Renee Claytor 



SUPE 




